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X&Sm«&^LTVT=fcJ:VNC x _ g T/l/*/H6, & # L T V* T % <£V> 

C 2 _ 6 7M-M, SiM5&^LTV>T%J:V>C 2 _ 6 7;U*— MSI 

oiAfD7'J-;i/l, g^Sr^bTVNT^ i^c g _ 1 0 TU-;bC 1 _ 6 

7;i/^;i/S£7U;m^S : £:;tbTV^ : k s J:V\ 5-1 0iAfn7'J-;i/C x _ 6 

7^=3rb>i»ti> ; a 1 mmm*. mnm^ x/uyj 

& S-o-co-, ^-co-o- ^-nr 

A ~, ^-CO-NR A - S-NR A -CO- 5£- S O 2 -NR A -££& 
S;-NR A -S0 2 -$:fl|tS ; 

A 2 fe«ktj?R A i±, zn^timftLTTkmm*, c 1 _ 6 yj\y^jim, c 3 _ 8 

^^□r;i/^;bS, c 2 _ 6 r;b^— c 2 _ 6 r;i/^-;vs, c 6 _ 10 
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sltftld 1 — 3M<Z>»£;£bTV>T%£V^ ) T?^t>$4x^a?:S^'tSo 

ttiB^it 7jc^a, */rs& ^utfym*. c 1 _ 6 r/u^)vm. c 3 _ 
8 i/?nr^;i/i, c 2 _ 6 T;i/^-;i/^, c 2 _ 6 y;i/^-;i/», Cg.! 
0 7'J-;H, 5~i0HAfn7 1 J-M, 4~8MAfnSSl, c i-6 

TJVZi*rZ/m. C x _ 6 7^/Wtl^±tF^-CO-R B -R B2 (5$tfN 
R B li#^, BfcSfijK^, S-NR B3 -SI»U R B 2 fc<fctfR B 3 li^-n 

-6ti3fi5ibT7jc^M^ c x _ 6 7;^;vS, c 3 _ 8 j/?n7ii/W c 2 

_ 6 T^n;i/^, C 2 _ 6 7M-M, C 6-10 7 ' J " ; ^ 5-1 0M 
Afn7'J-;i/i, c 6-io 7 ' J ~ ;1/C i-6 7;l/ ^ ;l ' a ' 5~i oiAfn 
r u -/i/C x _ 6 r;v^r;i/S, l - trn u i -^k? * u i 

[ft 2] 



[flttA 3 ] 

fettle cdj&=& b < e> (Dismm* 
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t 

l/ymznvfcirz> ; X 2 &tK$i3fc£:^b"tv , v"t ; fe>J; 2 — 6 ^ r>,l/ ^ r — ^36- U 
gl^fc^bTV^^j^C 2 _ 6 fcttSSIS bT % «fc V^ 

tt-tcDSfc b < e>©7fcfn#„ 

X*^^;i/^fei:t>^^;i/«^e>^SI¥^e)M^tl«. 1 ~3M©S&^bTVNT 

t) a y ;nrc»<5»:&3i 1-4 vN-rn^ 1 ^8a<R«>fl;^* fctt*©^t> b 

x#3 1 ->f;Ht*&§iMi~4 tifriSCIBK 

X#gi&fi£;ff bTVNT%£VN:7x^;i/gT?&Sft:£^l~4 ^ftlfl* 1 ^8B*R 

©fb^^feii-e©m%b<ii-etie>©*fti^a 

11] 

x#*flkik ^iif, *^/H£, -7)\s*u*?-)vm. 

tf-;i/«, :nh^>«, Tiz^;i^ J <fctf 
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c 2 _ 7 =i * i/ % frtf—frmfr e> & &mfr e> ii&n § « & ? -;vm<D 2 & 
m#T% 12] 

z 1 ^M^^T*fe y , z 2 - c r 2 = r 2 i mm<D r 2 

M**13] 

Z 2 #MUK^T?&y, Z 1 ^-CR 2 = R 2 ^»#«HH«(0R 2 

fciimi* ) tsfc§ti5M5tMi~i i v%-rti^i^sa^ 

1 4 ] 

r 1 tfjfcsRjg^TfttfcvNflt^ i~i3 v%-r^^ i ^ffi*©^^** fett-eoift 
m&Tg is] 

Hf*3U 6] 

a 1 mmm** Mi^fett^-NR A - r a i»*^i 

7] 

a 2 *mcjmk^, c ! _ 6 T^=3p;i/S> c 3 _ 8 ^^nrM;i/S*fc«c 6 _ 

10 7'J-M (fcfc'U A 2 tt-etl^^itbTli^lfB^©gSI»B^ 
&3&S»3^&38K*L« l~3<g©a£S:^b*CV^'r*) j:v%„ ) T» 1 ~ 1 
6 VNi s n^l^ffB«(3D'fb-a-#»^fctt^c?)^ ; feb<li^tLe ) c07Kfii#>o 

[Iff** 1 8 ] 

R 2 ^-0-A 2 (5£tf», A 2 l±fjNt5UsB«<Z>A 2 fcHSKHfc*!*^*. ) 

•e*«if i~i7 v^tia* i ^sa«©-fb-^4&* fett-e©** b < 
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[ff^gC 19] 

R^^-A 0 1 -A 1 -A 2 (5£ffJ, A 2 £J:tfA 1 SN^lfa«CDA 2 
Mm-f&a ) T^t>$tl-S»^^«^:-A 2 0£tF> A 2 &, ff^llB«£>A 

[i» 2 o ] st ^ i mm <d \ t&m & &m u x & & v ^ y ^ ;v ^ ^ - n 
ivmmmo ■ 

cm#^2 2] tt^ifas^-fb^^^bT^sigiM^mo^i^tfe^ 

aids, mmm. mfc<gmm. ^mm^.. ^nm. ^s^b. tw^- 
y ?v^#j= 

[o o o l ] 

^^«> dpp i vmwftm*m?%ffiMfo&mzm-?z>mx$bv. #icd 
p p i Ymwfflu isxmmtemmm&j ^ *^./-;i/Si^Mci»i-£= 

[0 0 0 2] 

py^-^^PJV^zf^-^ — ^fl V (Dipeptidyl peptidase-IV : D P P I V) & 

U, ^y^U^-y (GLP— 1 ; Glucagon-Like Peptide-1 and GIP;Glucose-de 
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pendent Insul inotropic Polypeptide) DPPIVlCiot, ^-^rfMC^-^ 
(GLP-1TCIP) JCfc&flMBtetfftStu ^;i/H-X0^tcj:SP^$H 

#•r-53^:^^e>^^C$4^TV^-g>o (Diabetologia 1999 Nov; 42 (11) : 1324-31) 
. GLP-ltf**, SAMW&Jli^OH^ ifcGLP-l'©iiSi 

z:n603i:<l:yDPPivifW HH», i!i^H©GLP-l, GIP 

[0 0 0 3] 

$tiTfe»J, rtie>©^i:A^=fe)DPP I VRBW#*jrt&©te«Mi:fcy 3«r 

(1) AIDSOfi, ffi'Mffl (Science, 262, 2045-2050, 1993.) 

(2) #Jfg^2Etf)^B£, (Clinical chemistry, 34, 2499-2501, 1988.) 

(3) ffllk&mW (intestinal disorder) 0Q^R§. mWZM (Endcr inology, 141 
, 4013-4020, 2000.) 

(4) mmm, mm. mu^&^m. mmm (Diabetes, 47, 1663-1670, 199 

8, Life Sci;66(2):91-103, 2000) 

(5) Sk^m^<D^m. fe'Stffl (Agents and actions, 32, 125-127, 1991.) 
( 6 ) 7pf&&<D=pffi, mmffl (WO 00/56296) 

(7) &B&&mm* m&mmv wro^m* mmm (2001, 16 

6, 2041-2048, The Journal of Immunology.) 

(8) jSZ/(D^ffi, WMffl (Br J Cancer 1999 Mar ; 79 (7-8) : 1042-8, J Androl 
2000 Mar-Apr; 21 (2): 220-6) 

[0 0 0 4] 

d p p i vmwnt. itit jfesflffff 2001020006^ mmm* 6 3 

0 3 6 6 1 mmttWF 6, Oil, 15 5#, #SWfr 5543396 #, W 
002/02560, WO0 0/3 4 24 1, W09 9/6 1 4 3 1, W099 
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/ 6 7 2 7 9, WO 9 7/4 0 8 3 2, WO 95/29691 ^lzmmi$2bZ>i$ 

, t7K^r-b->^>#^* fca-r ^ *vtry *r« dppi via* 

[0 0 0 5] 

mmwa& u&ot-tz mm] 

M£*iTV^„ L;frL&tfg>, «4xfcDPP I VIH£FfiUi«:3a%U ^o, 

^tSrillC^U rtie>©^%*^tlfeDPP I VBEWtfUB*^-*-* 
Ut 3] 



SSr^bT ^TfcJ^C 6 _ 1 Q TV -frm. gMS&^bTV%T%AV% 5~ 1 
T;i/=*;i/»£fckmm*£;tbT^T%J^ 5-1 0 I,Afn7 V — JVC X _ Q 
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R 1 tSJ:tfR 2 tt**l^;tX&:fcUT, #3lWy\ *&3&£UTV^%,i:V%4~ 
8B*tftaiB»^&*;S^^e,3gti*l»S l ~ 3 bTV^fc <fc^C 1 _ g 

^j;i/7K— S-o-co- s-co-o- j£-nr 

A -. S-CO-NR A -, ^-NR A -CO- S-S0 2 -NR A -^fe» 
^-NR A -S0 2 -^tifS ; 

A 2 fei:tJJR A ^ > ^tl^tl^UT^M-?. C^gTWl, C 3-8 

i/^D7;i/« c 2 _ 6 yjiJr—jim, c 2 _ 6 TJV^-jvm, c 6 _ 10 
tu-m, 5~i oiAfnr'j-^i$fe&4~8M/\fniSi&tftt 

S„ fc£U A 2 SJ:t>*R A }i-€-n^tl^bTTia«m«B|f^?>^^^P ) 

<em«BS¥> 

Sm»Bi¥«, tK^», i/7;i> /\n^f>M^ c x _ 6 r;i/^;i/«, c 3 _ 
8 i/?n7A^i, c 2 _ 6 7M-M, c 2 _ 6 7;i/^r-;H, c 6-l 

0 7'J-;i/l> 5~10iAfD7'J-M, 4~8lAfnf^l, C l-6 
T;i/n3f C x _ g 7M;i/ftIfej;^-CO-R B -R B 2 (s^rfr, 

R B to^, l&fltM^\ S-NR B3 -»U R B2 £J:t>*R B3 te^*l, 

"etimsLVTikmm^ c 1 _ e r^^-;vm. c 3 _ 8 i/^n7wi, c 2 ' 
_ 6 y;vtr-;vm, c 2 _ 6 tji*—jv^ c 6 _ 1 0 y u 5~ioji 
^fn7y-;i/S, c 6 _ 10 7 , J-;bC 1 _ 6 7;wi/i, 5~ioiAfn 
r U -;i/C x _ 6 r;vdp;i/a, l - trn y P-jvm. i -^e^?* y n^ai, i 
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<2> 



Mb 4] 




n^J:tJPmH:-€-ti^*iaftStbTO*fcttl.&j»ltf:'r*. ) l?St>$tl-5 



<3> 
<4> 

t 1 #1 - \£ *?—jvmT'$>2>mm< i >tm<Di\i<km*. t-iz^&m.* u < » 

<5> 

UZsmZMtfttZ ; X 2 km^fc^bTV^&i^C 2 _ 6 T/l/^— ^/3I, * 
^ain;i/*§:St*"r-g>= ) 7*^*5 S *l*3lTf 1 >~ <4 >V%f;ft;fr 1 
<6> 

x^2-^>- 1 ->f;i/iiT»fe*t(rBa<i>~<4>v%«r4i^iaB«©fb^« 

<7> 

* L T ^ T % <fc W T V ;i/*7? & S tufH< 1 >~< 4 > V^ ftl^ i sa«©ft:-&-<» * 
<8> 
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*b<tt*fte>©*fn<i&; 

<9> 

X^3 2 1 -^/I,ST&5t&fB<l>~<4>^-rftfr 1 

< 1 o> 

X#Sma&^bT^T%<fcV^:n:^;i/gT?&St§ria< 1 >~<4 >VN"fftfr 1 

<1 1> 

x^Tfcma. 7yii?, ifcfcjgc-?, ;*^;i>«, x^;i>a> 7;\s#u*^;im, 

if-jvm. j*h3rS>3k T-te^Jim. isTJM. £t>* 

C 2 _ 7 7^3^^*^— ^S^&*S^e>atfftS*S:.7 3i-^/3£©2ffi 
Ki^bT^T* *v^:c:=ji/3rc»<5t&SS< l >~<4 >v%-fft;fr l aa«©-fb^ 

<1 2> 

z 1 #^stM^& y > z 2 # 5£- c r 2 = (^»t», r 2 &ffrta< i >fa«© r 
2 £mMm*Mvfc-tz>a )-*e*t>sft**-e»stJfffi<i>~<i i>v^ft^ 
ifla<S©ft^®i;fett-e(Z>a!L 5 bb<tt-tfte><z)7K?ii«f ; 

<1 3> 

Z 2 #£HRJK^-e» U . Z 1 C R 2 = (5SSrf», R 2 fcfcftrl2< 1 >fB«© R 

2 tBiSi&sttts. ) "e«t>^ftsST*fe§t&sa< 1 >~< 1 1 >^irnfr 

<1 4> 

R 1 ^7K^M-7-l?«3&V^|H< 1 >~< 1 3>V>i a ft^lSa«<75'ftS^^fe« j e 

od^% b < tt^ft ^ (DTkmm ; 

<1 5> 

R 2 #7Kf?iM^T*&i^f&lB< l >~< l 3 >v^ftfr 1 fMBCDffc^fll* 
<DM*> b < tt^-ft <D7kWm ; 
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<1 6> 
<1 7> 

A 2 #2KSlifH\ C ± _ 6 TJV^JVm. C 3 _ g SsVUTfrlrJVm&fcteC 6 _ 

10 T'J-;H (fc£U A 2 ^^-ti^n^LTi|JfffH<i>ffi«<z>Sgl»B^ 

~< 1 6 >V%"Ttl^ 1 ia«(Z)^%^ feM:-£(BSft*> L < tt-etl £ (DTkmm ; 
<1 8> 

R 2 #5£-0-A 2 (^cfr, A 2 J£|&fB<l >SB«<Z)A 2 Hm^^UT^-So 

) T?&&t&gB<i>~< i i >\t^ft& i mm<Dit&® v 

<1 9> 

R 1 ^-A° 1 -A 1 -A 2 (5£ff, A 2 a3«fctf A 1 fc, t&SB< 1 >8B«© A 

2 ^3j;t>*A 1 i:-eti-?tira*ais:j«i*L/, a 01 &. ifria<i >fia«©«iiasB 

mZMW-tZo ) T^t)$tlS»^fc^-A 2 A 2 te, tulH<l>ia 

«g(Z)A 2 him^«$:^i*-rSo )T?36*>3tl*ai"ea»S, «cffB< 1 >~< 1 8 > 

<2 o>t&iB<i>ia«©^ifefSr^bTJ&s^^^^;i/^^^--^ri v 
mmm ; 

< 2 2 >tuia< i >e*<©ft<&4& it^i. *jr*3Ra<z>^i» * tc \tmmm 
<2z>mm<i>mm<Mt&mit&mi>Ttezmmm. mm. -mmstm. ai 

1 1 2 0 0 3^3 0 5 3 0 0 2 
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[0 0 0 6] 
[0 0 0 7] 

^«n*%J:V^ tot, ^WiC^^M^Sr^l/^^'ffi^feck^^-fe^^ 

^0iw-ifciiMt^oT : fej:<, m^mx&^x^mmx 

[0 0 0 8] 

ill ~ 6 «<Z>fi#:fK*fc T;i/ fcfcifcU *#;i$icfci:0(f*.fc£ 

1- ^ntr;i/S, 2 -:/n tf/i/as, 2 l -^n 
tf;i/S> 2 2 -^"n tr/i/S, 2-^;p», i -*y 
^;t/«, 2-^>^;i^ 3-^>^;i/», 2 l -^-/HS, 3 

2 - *^tu- 2 3 2 -:?>;b*> 
2, 2 l -ynbf;i/*, 2 -^3f 3-^ 

2 -^f^b- i -^>5^;i/*> 3 l -/*>^;H£, 4-* 
l -^y^jvm. z-t^ju-z-^ymm. 3 2 
4 2 2 3 -^y^-jvm, 3-*^;i/ 
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- 3 -Ky^-)V&. 2, 3 - V^^JV- 1 -Zf^-jvm. 3, 3-P^^JV- 1- 
2, 2 -Z? 1 -^)Vm. 2 1 -y^^tt, 3, 

3 2, 3 2 ->^;i/S^#&&f £>*is 



[0 0 0 9] 
[0010] 
[0 0 1 1 ] 

^mmm^KiB^xm^n^ rc 3 _ 8 i/^nr;i/=5r;nj mmm3~8 

*/Vuzf?-)vm, i/^u^y^)vm. */?us\ir*s)vm. is 

[0012] 

tfcU A#:^{CttM^.«, 1, 2, 2-o:^l/> 

[0013] 

#0Ji#ffl#pfnc;fcv>T rc x _ 6 r;v=r^r^*J £&mzfem<D rc 1 _ 6 T;i* 

^h^r^*, 1 -^n^Vl/^-^ri/^, 2 - zf D tOl/^ 5/*, 2-*^;i/-l- 
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^ 2-*^;i/- l -y^^^rS/S, 3 -*^;t/- l 

, 2 i -3fo t?;i/;f 1 -'\3rS//i/;*-apS/3k 2-^\^r>>;i/ 

;f3^>*> 3 -^^2/;i/>r^r2/S. 2 i 3-* 
l -^z/^jv^-^rt/m, 4 1 -^y^-fr***/^ 2-*3-)V 

- 2-Ky^;V***/S. 3 -*3 L JV-2-'<>^)V7t3ci/m, A-^)\j~2 

-s<y?-ji**rZ/m. 2 -*^;v~ 3 3-*^;i/-3-^ 
>^;i/^|-=¥2/*, 2, .3 - S?*^7I/- 1 -^;i/^-^rt/«, 3, 3-£?*^;i/- 
1 --f^M^rt/m. 2, 2 - 1 -Z??-)V#3ri/m. 2-X^>H/-l 

-^;b^-^ri/S> 3, 3-P*^)]s- 2-Z?7-JV7t3ct/M. 2, 3~V*^)\s 

- 2 -y^;v^^i/m^i)^f e>tts„ 

[0 0 14] 

1 -^n tr;b^^-«, 2 2 - >^n ^jv^^m. 1 - zf^fr^Jtm 

, 2-^;v^-^-», 1 2-^>^;b^^-a, 3 -^y^jv 
^^-^ .2 1 -zf^jv^-ytm. 3 1 -?7-)V^7tM. 2- 
2 -^^^a, 3 2 2, 2-s?*^;b 

- 1 -7n¥jv^*M. 1 -^Z-i/JV**^ 2-y\^-i/)^^rm. 3-^*y 

2 1 -*<y 3 1 -^y^-fr^-xm 

> 4 1. 2 2 3-* 

2 4 2 2-*^;i/-3 
-^>^;i/5=-?ra, 3 3 -^y^-jv^x^ 2, 3-i?*^)V-i- 

•f^-JV^-ytm, 3, 3 2, 2-^*^;b-l- 

2 1 -:/^;i/^pf^ 3, 3 2 -zf^ju 

rxm. 2, 3 2-zf^)\s^jtm^i$%>tfbft,z>. 

1 4 ffil£4# 2003-3053002 
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[0 0 15] 

jurist, =iymm*i£Mvfc-tz> 0 

[0 0 16] 

:*:i8jiiiii*t£ic£v^*3*t<& r A fDj|^j tit. mnm^ mmm^r^itm 

[0 0 17] 

&wmm$ i ic]s^xmt>zftz> r4~8i/\rni^sj tit. 

(D^^lCHMM^?: l~2^A;-evNT : kJ:< 

tfnUi?>i, tf^sU^>^, TifA^gt -^h^fciKn^^^^ 

s?>«, ^^r-b->#. >f^^fyu>^> fyyu^i, Tif^^&^P 

[0 0 18] 

^mmm^^is^xm^n^ r c 6 _ 10 Tu-;Hj mmme-i o<d 

[0 0 19] 

^tgjRB^rfiic^T^cStis rs~i oiAfnr'j-;Hj tit. M&^oM 
*Mf&'?2>m*<n%Llfi steals 1 o-c&y, ^5£*<z>gt£#ij&-r siK^-tnc 1 

?)iiS:I©ArDg^S^ft5ffIffi«)^i5:t*tS 0 r 5 ~io 
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T^-jim, >($.#v-)im. hury-;i/^ vf^ir-nn* y^ifym. r 

^yF-Jim. y>f> K-;wg, ^ytf^-jvm, ym. *jvy 
^v*rsvym. t/yjvym. * j ym. -ry^v 

Vym. iZ^VyM. ?°vym. y°"rVPym, ^^.jy^yM> 4 5 

[l, 2-a] try i/ym. trnnt;y^>gt trnnt°y^^>^, tfu Ktf 

v $vymte£&mfionz> 0 rs-ioiAfDry-Mj rs 

[0 0 2 0] 

ttfsa^a r c ! _ 6 T)v*;imi #<D&M(D7kmm**, mm^m rc 6 _ 1 0 

[0 0 2 1] 

j a^B&iS^ rc x _ 6 y;i/3p;i/«j *©#^<z>7K3SM^£,iiafa*&fe r 5 ~ 

[0 0 2 2] 
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Mb 5] 



R 35 R 36 
,32 \ . o39 




[0 0 2 3] 

#wmmrpfcis^rmzft& ^mm&^mvx^x^^^i hit. mmnm 

(1) /\uf>m^ 

(2) *g&», 

(3) 

(4) -hni, 

(5) 
(6) 

(7) j&/i/jff*$>/i/aG, 

(8) hij7A/^n^f^S, 

(9) r^y«; 

(10) 5£- T 1 - T 2 (5£tf», T 1 tt, C 1 - 6 7JV * V mm 
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iC-CO-O-, S-NR T - S-CO-NR 1 - S-NR T -CO- 
, ^-S0 2 -NR T -tfc^-NR T -S0 2 -tSt»$n5a2:Sl*U 
T 2 fc«J:tfR T kjU **l-etl3fiitbT**JSC^ C x _ 6 T^/^;V»> C 3 _ 8 

^^D7;v^i/E c 2 _ 6 w-;H> c 2 _ 6 7^-M, C 6-10 
^i;—^^, 5~ioiAfnru-;i/i, 4~8iAfniSi5:iftt5. 

S&stsn*, tK^*> J/7;i> /\u>f>m^ c^gTM;^ c 3 _ 
8 j/irn7MM, c 2 _ 6 r;i/^-;i/«> c 2 _ 6 T;i/^-;i/a. Cg.! 

0 7U-M, 5~10lAfn7'J-M< 4~8lArn^S, c l-6 
[0 0 2 4] 

jv^ymm.. ^*>xflsfrymi&* ^y^y^^ymm., Y)^^.yy.)yi^ym. 

^^>tt&if©75;tt; hy^f;V7^>t, i>'jif;i/7^>S. 

fc?U Vym., y3L^j^KypJVr^ym.^ti£(Dr^yt.(Dm.;i-h 

aw? ji/jj v ±m±m^ # $> yf ti £ . 

[0 0 2 5] 



ffi|EE# 2003-3053002 




2002—166069 



[0 0 2 6] 

JgTF. «36*S»CfeW*«.|a*<03K«*Ko^TttWr«. R 31 ~R 42 > n 
, nu R 1 , X, A 0 , A 1 , A 2 , R A £ &T$T 1 tt, ttlBJ6i»fcH*«*:* 

**yjUV7*-)V**Z/m. p- h;i/X>*;i^*x;i,:r^>*^tf>Mi«. 
Sr^-TS. Prol, Pro2^Pro3lt ^Jl^ft&StbT U ;i/ 

U 2 te, 39**f, *#>*;i^*x;t,tfaf$/3£ 

, p- h;VX>x;i/7*x;V^-^ri/*, -B (OH) 2 , 4, 4, 5, 5 — 5 s " h 
^^.jj,-!, 3> 2 -^^^r"9-^9>- 2 --f;i/«, j£-Sn (R z ) 3 

R 2 0 }t S _ NR A R 2 R A fej:t>-R 2 ^^n^tli&IB^«^IU^ 

R 2 i^-A 0 1 -A 2 -A 3 , ^feli^-A 3 <5**, A 0 X , A 2 , A 
Mli, -MgCl, -MgBr, - Sn (R z ) 3 R Z » 1ff»5t«i ^ 

[0 0 2 7] 
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[ft 7] 




10a 



CISA11] 



9 X Rai 




R 21 -M R 
10a-2 



13a R 9 *i 




■Pro 3 



ra «4i 

37 



9 X Rai. 



10a 



CXSA12] ^ 





R32 38 R 40 
? 34 Rio R « 



14a R 33 



33 Vj7m R41 



R39 



H Pro 3 




t-ffc 8] 



R 2 



[ISA14] 



16a 




^ 34 R38 



R41 




R39 

IH 



17a R 33 TjTi "41 

R37 



[0 0 2 8] 
[X® A 1 ] 

1 a ) [CAS No. 5 6 1 6 0 - 6 4 -6]J;r5;lWlS: 
(2 a) Ofb^£#5Xit*fe5. 



msE# 2003-3053002 



002 — 166069 



D«JK>, 1, 4 fh7t Fn7^>, F=£^x#;v&££ 
VTteMitlZ. Jj»feS/tfA, K»U^^A, KUthy9A, 

1 5 ortfi^rii^ts. 

[0 0 2 9] 
[X@A2] 

(2 a) £ik&ty(2 a -2) SrSSI^S^rS 3 £ tC<fc y , ffcl^ ( 

2 a) <Dit<&m<D 1&<Z>T^ ./aSfcttifeaS«:#AU IbltH^ (3 a) £#5X« 

ttl=HtK2 a - 2) tbTH ^R 1 -U 1 (^4', R 1 £ «fc tfU 1 tt£ftB£*6 

)i/3r;v7u $ F, i -^n^e- 2-^>f®7;^-^7-f F&H£&&f £ 

7#3r>>F, N, N-i?^fM;i/A7 5 F, N-^f;i/ifn'J F>, ^>r^-y- 
fh7tKn75X Tf^-fby^^A, Tfc^fb^Fy 

v *j a, 2fc*fls y 5=- ^ a, Tfcm-fb^- h'J-7A, TK^-fb^j y ^ a, 

> *^;wj^?a, y^^Aifx f y y ;i/7 5 F\ F u F y 

**7i/t>y ;vr^ F, # y f y *m*/v ;vr^ f*<z>i&s<z>#3et. 
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IniMA 3 ] 

itit® (3 a) <bl&(DT^ Jm<DKyV)\sm*m&hXik&m (4 a) 

/w-;k ^f;i/x;P7^^i/ F, n, n-^W^A7^K> n-*^ 
^A^, &<fb6l:£, 7*--^;i/f©^Iil®», 7K^#ffl»,T> o 

■c^b i 5 o'coDtftfire, MiS&e^cit^-e^^o 

[X5gA 4 ] 

<blir% (4 a) ^|(4a-2) £«SIM/&3i*rS ^ £ IC «fc 'J , ( 
4 a) ©-fb#4fe©7te©T^ y*tC«itlSS:«XU ^fb#% (5 a) 

M(4a-2) £LTfcfc. JMfc&tcMAtf, 3-F*#>, 3~Kxf> 

1 O^e - 3 2 -7r>^ffl7M-;i/A7^ F\ SttiZzfurtfl/ 

*?JU?U ^ K, 1 -^P^- 2 -yf>^©7^^-^A7^f Ffcffi^SCI 

^.;V7*^ri/F, N, N-i?^f ;i/*;i/A75 F, N-^f-^fcfDl) F>» 
h'J9A, *SMt#y fA, ^Uf>?A, lith'J^A, .»'J^A> ft 

h >Jjl^S/y^7 5 F, #U i7Atf^ F Ujlf^J'U^T? F*$<Z>&iS<©## 
T. 0 o Cj^£> 1 5 0'C©M^\ fcJ&ZfioZ£tfX*£Z> 0 
[0 0 3 0] 



2 3 
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trn U K>*<o»JSC*, F'JiW^x ^-ry^nif;i/^^;i/r^>, try 
N, N-i?^^;i/75 y fci'U ^>^©^*fei:t>% BE&ffl (II) , hU 

7^*n»*«ii (id', f&itm (id, j:e»fbm (i i) *$a>mmm<D&& 

T» 0°Cfr£> 1 5 0"C©m^T% S/S&ff^r HtfXgZ. 
[0 0 3 1 ] 
[ISA 5] 

(5 a) IC/\n^>fl:jSaS:S/SS*, fc^gj (6 a) &#SXgt?*S 

o 

n^ex^ F, N-a- Fx^i/-f ^ F^fc&tf sr 

;w N, N-i;^f;i/^A75 F, N-^f;i/tfnV FX l, 

[0 0 3 2] 
[ISA 6 ] 

(6 a) JCfbl§?# (7 a) SrS/SSIfC, 4t&m (8 a) £#£X5gT' 

M7U\ N-;**;btra y *ZJ-)V, ai#;-;v, l, 4 

h;i/3i>, 1/ fctt, &»«T», (6 a) fe«ktf (7 

a) 01C^e> 1 5 0X^(D^&mX% fojfoltft O Z. £i$T*% 2> . 

[ISA7] 

it^m (8 a) ®3ffi©r^ya©««ai€:I«#«K:j:y, (9 a) & 
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, ^r-tftfi/^nC'^^^^-T-ai^^^fgaSror;^^ 1 5 o^fflMt^ 

. N, N-S?*^;i,7ft;i/AT^ K> N-^^;i/tTn y 1, 4 -;^;f 3fi?-> 

K, -fei/^A^;i/^y WMi^O'C^f, 1 5 0/C©MrC*^|g2 
[XgA8] 

-ffc-^ft (9 a) £?n;wbbT> tti=r% (1 0 a) ^^Ilt^S. 

o°c^e.i 5 o°c<Dmmxftmz^TKm*fto z.£.tfx*i*z> 0 
^#i?B^M$tiTb^ w, p r o 3 zm^rummmAzn^. « 

WrklZ, Ti2h-hy;i/, N, N-^f ;i/*M7U\ N-*^;utfnyK 
1, 4 .5=. i>^n Fn75>, S?* h=¥^x#>#OD?§^r£, 

CX@A 9] 

ft^fe (10 a) C7^3-A/ (A 2 OH) &^JC5$i±. ffc-£% (11a) £ 
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^>7A, 7jcafb-M- U ^A. ^KM^U^A, M^'J^A, ^^-hU^A, 
^t^y^A, ^izS/?A, TfcfPHby^tfA, TKSHb^hU^A, ^-fb^U 

?a, ^;i/U^^A, ^^;i/u^^A, y^Atfx h y *^;i^y /i/T$ f 
, hu ?Atr* h u ^f;i/i/'j;i/7^ F, *u ?Atfx b y *^-/i/S/y;b7s 

[0 0 3 3] 
[IIA 1 0] 

(10 a) IZT$> (A 2 (R A ) NH&£) it&m (1 

2 a) §:#SXS"e&-5o 

^f^AT^K, N-*^;t/tfa y F>, l, 4 -s^^-tr^, rh^n 

FD77X ^^h^i/x^>, n*; -)vm<Dmm^> TK^fby 

^•?a, tkms:?- h y *?a, TKm-fb^y^A, nyf>?A, ^s?thu^A, 
^m^y^A. ^m-tr^A, ^c^by^^A, Tkmit^h v ?a. 7K*-fb*y 
^a, :/^;w;^a. ^^wj^a, y ^^At?;* h y x^jvt/v jit f 
, > y ^Atf^ h y *^;i^>y ;vr$ k, #y ^Atfx h y *^;w>y ;i/7^ 

F, h y x^;i/T^ >#©iM<D##T. OXlfrb 1 5 0'C(Z)?a^l?^m$1i:T 

[0 0 3 4] 
[X1A 11] 

ttl=r#J (10 a) Hft&m (10a-2) /t*? Aifc^&T&^i* 

, it^^H (13 a) S:#SXgtfel>„ 

7th-hij;b, N, N-^f^MT5F, N n V F>, 1 

;-;t,^©M^ TK^by^^A, ^K^b-^-hy^A, 7Kgg<fb#y *a, mm 

U5^^A, ^ithU^A, j^#y?A, ^-fei/^A, 7.KfSiHby^i7A, Tfc 
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U;i/T^F. th'J^A tf^. h U ^ ^JV SsV JVT F> ^■JfAtf^hU^f;!/ 

[0 0 3 5] 
[IlA 1 2 ] 

ttlir^ (10 a) ZyT;fcM,mtL£imm±, it^m (Ha) £#3X317? 

-P**J]sfcJVA>T< F, N-^^;i/tfn'J FX 1, 4 -^^f^X 
tFD77X ^*h3f ;* :r# 7 -^/#<Z>»«»ft, 0°C^ 

*>i 5 o o c©m^"e#MS-&T, ^fcfi^r 

[0 0 3 6] 

[ItA 1 3 ] 

(14 a) ®^T;S^»^li?bt, ft^«> (15 a) 

;i/A7^ F> N-^f;i/tfn'JFX l, 4-^^-F>, rh7tFn75> 

tftthy7A, TK^-fbU^^A^^ilLa^K^m^O'C^^ 1 5o°c©^-e 

[0 0 3 7] 
CX1A 1 4 ] 

ik&m (16 a) ©P r o 3 &I§fbt, (17 a) &#5IIT^ 

5. 

M(16a) i:bt, M(lla), (12a), (13a), (1 
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4 a), (1 5 a) & if & M r -5, 
[0 0 3 8] 



[IHB1] 



Inosine 
1b 




R35 



R31. 



HN 



R3Z 



R 37 



R42 y 
il VR « 



4b 



[31SB3] 




Pros 



[XHB4] 

R'-U' 
5b-2 




M (lb) fc^^VWbbfc^fc Mlfc-TObTtti 



(2 b) (ZMfcllr 



So 
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[XgB2] 

ib&W (2 b) lz/\utfyitm*K!&iii£. ft-£% (3 b) Srfsiit^s 

o 

KUtfyfc<Dfcl&4kft}lLTte. mikX&ACD [ISA 5 ] <Z>3kft£mmK4f 

[0 0 4 0] 
[ISB3] 

it^m Ob) Kjt^m (4b) fc&m (5b) ^^it-efe 

LTtt, «3g#ifeA<z> [ISA 6 ] <z>&#fcH#K:fT3. 

[0 0 4 1] 
[ISB4] 

(5 b) ©lffi&7/l/*MbLfc#lCPr o 3&ffiJ««U (6 
b) S:#SII7?*5 0 
r;i/^;Wb0^fti:btii, »3i;#i*A<z> [ISA 2] (DZkfttmmizft 

e> 0 p r o 3 (Z)TO^^^s:cD^#tcov%T«, Mv%fe^®«ici:oT, %mzm 
te&tiK mutt -•? r b*z/%jvtf-jvm<Dmimz. m^mity^m^^j-jvm 

[0 0 4 2] 

JK_fcj5)«*»Wlc*^*fl:^* (i) ©Sg^:£S©f^MT*&3^ *&Wib&m 
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tt#> *#«*Ki«-3<3fe3**ttffc ra«jstt#, stttntttt, sasstttt, m 

[0 0 4 3] 

*2f8sK:J:y*SBr, tfcSK &3K^#J. U^K/vM. i/uvzfm 

, hn-m pram, ^j. satar, «t*»r, is«jc#m, j&hrs0, j& 
utm^bto&mmw. m&m. mmm, m&m. mmmMM^ &*&&mKx. 

ySfeft-ffcjW, IL-fbM, !RJRte3i3!U #MISttI, pHRSCH, RM&U m^-ffcM 

mm. mnm. mm. wmrnm* % ^ti^^iu^ 
*s.m> Gourv'*** F^&mmmm % mm*??* y, 

^ uy aKU tf-;i/tfn u Ky, ^f^t;vn -x^ifo^ttift^ 

J?^n tri/y^y y;nf h -;i/&i?©#tiiiy;i/zi-;i/ 



3 0 
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#2002 — 1 66069 

gift V^ih-JK y;nf> h 

;i/=i-;k sKU if— ^/x'—r-^ *^;i/iz;bn — ai^/iz-fe/bn-*, T^if 
T=fA, h^#>K S/aci?**, ti Fn^S/:/nif;b*^;i/-fe;i/n 

t Kn^pj/^n if;i/-fe;i/n-x. jKU tf— ;i/tf n y F>> jKU^ntfi/>' 
^ >j 3 - • jK u t ^ i/x^ 1/ > • >y ^ jK y y-, * iOi/ s >fc if II 

m> i«»r^a-^jR, mmmm. y^uMtau r;b 

se>ic#»cjss&, pHgnfiEM. mm™, *i/-h3w, R&AB&mir 

ratsiu raau Mifc&K $bjb»m#j> tf*$>3su 7$;i, ftSE nwm 



3 1 



2003-3053002 




#2 002 — 1 66069 



# 



[0 0 4 4] 

w s c # & z> it t> b < tt -e <d m. * & -e ti e> © * m & & te # ■* & « 

-tco^JBJiWJcR^Sti'r, Mf£J5v^*i&;£8ilc£ l JSPS#i^*lPS# 

r*%«fc^o ii(«i> tfeM> mum. tizf^ji/m* ^n^m hn-^j, 

®A£(k ^J, tfUff, NKtltW*!U j&HRSU jfiUlffl, J&m Ay^B 

, n-S/a^fcHo^hLTg^ffcU *»WK:^*» 

sE36©a#*tt, s^o^s, ffis'j, #:«> &m 

[0 0 4 5] 

-e^©^, m#<z>^t&. ^aic^-rs 

^tt^&H&CJ:y*L<JI&£^ IfiAilbTlHSfe^ $J0. 0 3- 
lOOOmg, ftKttO. l-5O0mg. £ SC^S; U < & 0 . 1-10 
0 m g £ 1 B 1 -mm\Zfi-VfT&-$-tZ> 0 MiO^ii, It»l./»g/kg 
-3 0 0 0 /t g/kgt^ y, b< l±if$3 /tg/kg-1 OOO/ig/kg 

[0 0 4 6] 
[0 0 4 7] 

HiMl. [7- (2 - # PP7i3) -l-^f;t/-6-t^rV-8- (fcf 
^s?>- l ->f;i/) -6, 7 FP- 1 y- 2 ->f^jpS/] BE 

a) 2, 2 tV^^XI \£ytym [ 7 2 , 6-^3rV-l 
, 2, 6, 7-fh5kiFn^iJV-3->f^] ^fM^f^/ 
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Hfci o] 




0 



JO 



7 -Ky$?)V3r-y-y?-y 8. 66g^N, N-^f;i/*M7 5 K3 0 0m 
1IC»»U **fllth'J9Al. 57g, ^Dn^f^7b-h7. 7m 

SS^UMM^A^nT N^97-f-ct»SU ^tty-fflttttfri 

1 H-NMR(CDC1 3 ) 

5 1.18 (s, 9H) 5.45 (s, 2H) 6.06 (s, 2H) 7.34-7.39 (m, 5H) 7.58 (s, 1H) 
8.18 (s, 1H). 
[0 04 8] 

b) 2, 2-s;^f^n^>r>St [7-/^^-1-^^-2, 6- 
j?^v-i, 2, 6, 7 h^ti Kn^u 3 ->r;v] 



2, 2-^*^-;vyntf;fr>^ [7-^>^;i/-2, e-*;*dpv-i f 2 

, 6, 7-fh7tFnyj^-3 — (111 *?-)lniX^J\s2. 66g£N, N 
-^'^f;i/^A7^ F30ml IcmML, K»*yCfAl. 6g, 3-F*# 
> 1 m 1 $ri0x, g$fiT?*SHK*#Lfc. SJSt&fixf M'#I U 2fc, 1 N 
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tc a mm* hftnyx* h v7-=l is-tssyL, mmfta?W2. i6 g &#fc 0 

^H-NMR(CDClg) 

8 1.18 (s, 9H) 3.41 (s, 3H) 5.49 (s, 2H) 6.11 (s, 2H) 7.26-7.39 (m, 5H) 
7.57 (s, 1H). 
[0 0 4 9] 

c) ' 2, [i-*^;i/-2, 6-^^-^y-i, 

2, 6, 7-rh7t Kn^U>-3--f;i/] ^f;i/xxr^ 
Uti 2] 



2, 2-v*3-)V~7u\£*yW. [7 -y<yV)\s- l 2, 6-^^- 

3py-l, 2, 6, 7-rh7t:Kn^U>-3— f;i/] ^f-;i/X^r^2. 3 
4 9gSi||10 0mncfib, 1 0%/\°^?Ajgtiil g £#IJX., 3KiS#H 

8 7 1 g£#£ 0 
1 H-NMR(CDC1 3 ) 

8 1.19 (s, 9H) 3.48 (s, 3H) 6.17 (s, 2H) 7.83 (s, 1H) . 
[0 0 5 0] 

d) 2, 2-vm L ji7n¥#ym [7- (2-^nn7i-;v) - 1 - 

*?-Jl-2, 2, 6, 7 -r h5t KP^'J 3 ->f;i/] 




[ftl3] 
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2, 2 -*j*3-)\,-?u\±Jrym [i-*^/i/-2, 2, 

6, FD^U>-3 ->f;i/] ^^;v^^"r)Vl. 6 0 g, 2-^d 

D^3L-;brffn>mi. 8 3g, f®i (II) 1. 5g£N, N-P 

K3 OmlOiiU try i?>3ml £#D;L> SfifCTS Hf^jg^bfc 

/I/ (3 : 2) WfiV, 2 4mg?:#feo 

[0 0 5 1] 

e) 4- [7- (2-^Dn7i-;i/) -3- (2, 2 - V* ?-Jl- zfU \£ 

*~ ;V) - 1 2, 6 -5M-*y-2, 3, 6, 7-^h 

7tKn-iH-7'j>-8->f;i/] -i^^^vy- i -jt)jvtf>m t-zf?- 



2, 2 -t?*?-j]/zfu hf^rym [7- (2 -^nn^ai— -i-*^;i/ 



x^r^7 2 4mg^N, N - i? * f;i/^;i/A7 ^ K 1 5 m 1 KMffi U 

33ft, 3ifc3:*i»U 2, 2-i;^^-^n 8-?np-7-(2 

- ? nuy 3L—)i) -i-*^;b-2, 6 -^^py- 1 , 2, 6, 7-^h? 

ti Fn-^'J>-3>f;i/^^;i/XXf^ 7 6 4 mg ^O&CD&l-t- 

^ r h=¥i/*/pjjf-^fer^9^>4 g^Mi^u i5o° cicinUfcLfco sbitoi 



[ft 1 4 ] 




-2, 6-V**rV-l, 2, 6, 7-fh7t Knyj>-3->f;i/] ^fjP 



3 5 



ffiHE# 2003-3053002 



#2002—166069 




#u asi^tuciiif^ jjcsan*., Mbfe. ^nuifc 1 N-mmicx 
y;i/*7A^nyh^77^-ttiiU ^*i*->-»Bfcx?-/i/ (3 : 2) 

[0 0 5 2] 

f) 4- [7- (2-^nn7x-;i/) - l 2, 6-yjr*y- 

2, 3, 6, 7-fh7tFn-lH-7'J>-8-^;i/] -t^^^>- 1 - 



4- [7- (2-?nD7i-^) -3- (2, 2 - ^ )y - zfn tf 
3-3f - 1 2, 6-^:fr3rV-2, 3, 6, 7-fh7fcF 



^-NMRC^-DMSO) 

8 1;35 (s, 9H) 3.04 (s, 3H) 3.06-3.12 (m, 4H) 3.17-3.22 (m, 4H) 7.48 (d 
t, J=1.6, 7.6Hz, 1H) 7.53 (dt, J=2.0, 7.6Hz, 1H) 7.63 (dd, J=2.0, 8.0Hz, 

1H) 7.65 (dd, J=1.6, 8.0Hz, 1H) . 

[0 0 5 3] 

g) 4- [2-^nn-7- (2-^0071-^) - 1 -*^JV- 6-t 

=¥v-6, 7 -vm Kn- i h-^u >- 8 ->r;i/] -hr^s?>- 1 -^;i/7j< 
t -7f;n7sf;i/ 



[ftl 5] 
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4- [2, 6-^?nn-7- (2-^nn7i-;i/) -7H-:/y>-8--Y 
[ft i 7 ] 




4 - [7- (2-!?nD7xn;i/)' -1-^^-2, B-S^^V- 2, 3 

, 6, 7 —5 s - h^n Kn- l H-zfV y- 8 ->f/i/] -fc?^*?>- l 

ym t - ^M^^/l/ 7 8 m g S^dpS/Sfl; 'J > 3 m 1 U 12 0° 

CCTMWLfc. M?:SIL, St&rh^t Fn77>lml« 

1, ^i*Ith'J7il0 0mg, #0. 5 m 1 0 l Mtttf'IC&«f. iStCT 

n7h^77^ -JCTHf«U ^^ri^>-S^m^^;i/ (3 : 2) *gffl#B<fcy. 
4- [2, 6-i;9PD-7- (2 -i>nn7i3) -7H-7"U>-8->f 

-t?/<9S?>- i t-7f;i/xxfM 6mg?:, s\3?-y-y 

-mwttfr (i:9) mm-frm£v. 4 - iz-vuu-i - (2-^07 

31— - 1 6 -^-^y- 6, 7-^tKn-iH-7'J>-8->f 

[0 0 5 4] 

h) [7- (2-^an7i-;i/) - 1 6 -Or*cV- 8 - (tf/^ 

-6, 7-pK.FU-lH-zfVy-2-JJl*3r*/] mm 



2003-3053002 




#2002—166069 



m 



C-fbi 8] 




4- [2-^nn-7- (2-^nD7i-^ - l 
6, 7-^tKn-iH-^'j>-8 — f;i/] -tf/^*?>- l 
t -7f;i/X^f;i/l Omg. ^'Jn-;i/ix^;i/X^r;H Omg£N-*^ 

;i/trnuK>o. 2mii:»»u *iftth';>?^i oms^, mjct 

2M«f#Lfe 0 fiJES*€:»»3:^-n/ic*iWL, 1 N-ISirT?iSfe?£U 4- [7 
- (2 -^nn7xx;i/) - 2 - m h*i;J3Jitf—Ji* h*?i/- 1 -**7i/- 6 
-Jr*v- 6, 7-*?fcKn-iH-yy>-8->f^] -tr^^y>-i-* 

BM»Jc»iWU Mb fee 3SHt«mxi«#^ D7 b - ICTIWI b 

MS m/e (ESI) 447 (MH + -CF 3 C00H) 
[0 0 5 5] 

mMM2. [7- (2-»nn7xx -i-^f;b-6-t^rV-8- (bf 
^y>-i->f^) -6, 7-ybKD-iH-7U>-2->f^i/] S 



4- [7- (2-^on7i-Jl/) -2-a:hdr2/*;i/>K— hdpi/- 1 - 
^^i/-6-t^py-6, 7-i/'tFn-iH-7'J>-8-^;i/] -tf/<^$? 
1 t-7frafM6mgl^^;-;i/0. 4 ml, 5 




ffi!2E# 2003-3053002 




#2 00 2-166069. 



MS m/e (ESI) 419(MH + -CF 3 C00H) 
[0 0 5 6] 

mmm 3. (7- - 1 8- 

^•S?>- 1 ->f/I/) -6, 7-S?l:PP-lH~^'J>-2->f^»£/) ~ 
a) 2, 2-^^^;V^Dtf^>m [7- (2-^~;V) - 1 

2, 2, 6, 7-rh7t K0^u>-3-> f;i/] 



2, 2-^f;i/7"nift>i [1-^^-/1/- 2, 6-S?**V-l, 2, 

6, 7 --5=- Kn7U >- 3 ->f/i/] . 87ig£N, n 

ks omiic^nu *u*'J9Ai. 5g, 2 - 

fib. 7jc, 1N-M»bfe. ^**&&2K«I*v^*^*/*T?lfc«b, 5 

(3:2) iffi^l<kVs ^IBftl=r^2. 1 2g5:#L 

[0 0 5 7] 

b) 7- -i-*?-ju-3, 7-i?tKn7"';>-2, 6 



[ft 2 0 ] 




3 9 



mUE4f 2003-3053002 



• 



#2002—166069 



lit 2 1 ] 



2, 2 -^^^;i/^n [7- (2-^— ;v) -i-*^;i/-2 
, 6 -s^apy- 1 , 2, 6, 7-fh7tKn^u>-3->f;i/] ^f;vx^ 

1 H-NMR(CDG1 3 ) 

S 1.91 (t, J=2.4Hz, 3H) 3.39 (s, 3H) 5.10 (s, 2H) 7.93 (s, 1H) 10.62 (s 
, 1H). 
[0 0 5 8] 

c) 4- [7- (2 — ^— -l-*^/l/-2, 6-^^=apy-2, 3 

, 6, Kn-iH-^u>-8-^f;v] -hX7^>-i-^j;i/^ 

[ft2 2] 



7- (2-^— - i 3 , 7-^tFn^u>-2, 6-^ 

1 H-NMR(CDC1 3 ) 

5 1.48 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.37 (s, 3H) 3.37-3.39 (m, 4H) 3.5 
8-3.60 (m, 4H) 4.87 (s, 2H) 9.68 (s, 1H) . 

d) (7- - i -**;v- 6 -**y- 8 -ys^Vy- 1 

--f;i/-6, 7-i;tKn-iH-^'j>-2->f^^S/) - 7i-;W^ 




H 



4 0 



ffi|E# 2003-3053002 




0 



4 - [7 - (2 - 1 2, 6-i/'t^y - 2, 3, 6, 

7 — y h^ti Fn-i h-^v y- 8 --f -tr^^^>- 1 -XJimyM 

t - yfMXfA8mg, 2 -^ , n : E7x- JltWW.^^fr^^'r))/ 1 0 m g & 
N, N-^^f;b*Jl/A7^F0. 2mlJC?§8?U ^t*U7Al Omg^B 
X. 5 0° C}CT^M#bfe 0 RMicTOx^;i/?:^x., lN-i&lgK: 

MS m/e (ESI) 451 (MH + -CF 3 C00H) 
[0 0 5 9] 

4. 7- (2-^— - 2 -^^q/\^r$/;i/^-=3r^- 1 
;b- 8 - (tf^s?>- l ->f - l, 7 -yt: Ka^U >- 6 h'J 

[ft 2 4 ] 

MS m/e (ESI) 385 (MH + -CF 3 C00H) 
[0 0 6 0] 

mmm 5. 7- (2-^-;i/) - 2- u-^h^s/) - 1 

8- (bT/^^y>- 1 ->r;i/) -1, 7-^bKn^';>-6-t>h'j7;pt 



4 1 



ffi|E# 2003-3053002 




,gm> #2002—1 66069 



[fb2 5] 



MS m/e (ESI) 359(MH + -CF 3 C00H) 
[0 0 6 1] 

l&BBflg 6. 7- ( 2 ;L/) -2-S/^P^>^;i/^-^P^- 1 -^5^ 

;i/-8- C^lzi£>ZLj= — C2k) zlL» 7-^^Fn^'j>-6-^>b'j7 

Hfc2 6] 

0 



MS m/e (ESI) 371 (MH + -CF 3 C00H) 
[0 0 6 2] 

mmm 7. 2- (7- (2 -y^-;i/) - 1 6-^-^y-8 - ( 

fcf^9^>-i->f^) -6, 7 --^t: Kn- 1 H-^U >- 2 -^f;i/^-ap^) 
[^2 7] 



0 



HO 



0 

MS m/e (ESI) 417(MH + -CF 3 C00H) 
[0 0 6 3] 

8. 2- (7- (2 - ^-;i.) - 1 6 -^-apy- 8 - ( 



tt$!E# 2003-3053002 




#2002—166069 

[ft28] 

0 




JV^ammM^nt^o £flD%<BfcNH-^U fc^/l/fcMV^^PVb^^-r- 
JfiMKU BHfcx*-/!/-**;-/!/ (2 0 : 1) *J^f3ft^&#£= 
MS m/e (ESI) 404 (MH + ) 
[0 0 6 4] 

9. 7- (2-^-;V) -2-^h^-> -l-^^-8- 

. a ) 4- (7- (2-^— - 2-^nn- i 6-**y- 
6, 7-i/tKo-lH-^'J>-8 — f;i/) -tr^^2?>- l -*^/JK>Bft 

[^2 9] 

0 ^ 

4- (7 (2-^-;V) -2, 6-^0n-7H-^'J>-8-^) - 1£ 
[ft3 0] 



4 - [7- (2-^~;V) - 1 -*^Jl-2, 6-P**cV- 2, 3, 6, 

7 _^ h ^ |? n - i h-^u >- 8 ->r;i/] -^^vy- 1 

4 3 ffifE4# 2003-3053002 




#2 002—1 66069 



• 



t -Zf^-JI^^TJVS. 1 2 7 g&*-**/|6fty >7 5mllC^b, 12 0° 



ivni/^At«u sift, sm&aiibfeo aaE&s/y ^j^;i/^j^A^n 

?F^77>f -KiTHfSHU A=3rt>-fS?xf;i/ (1:1) »ffl#WJ: >K 4 
- (7 (2-^— -2, 6-^^nn-7H-7°'J>-8->f;i/) - t:^ 

- 1 t -^fMX^ 1 . 3 4 8 g [^-NMRCCDClg) 

8 1.49 (s, 9H) 1.83 (t, J=2.4Hz, 3H) 3.42-3.44 (m, 4H) 3.59-3.62 (m, 4H 
) 3.73 (s, 3H) 4.93 (q, J=2.4Hz, 2H) ] /\3r1f> -Sf^:c^;i/ (1:9 
) iffi^Iiy, 4- (7 (2-^^;i/) -2, 6 -V9 n n- 7 H-7°U > 
-8->T;i/) -fcT^92?>- 1 -*^/JK>K t [^-NMRCCDC 
1 3 ) 8 1.50 (s, 9H) 1.87 (t, J=2.4Hz, 3H) 3.64 (m, 8H) 4.81 (q, J=2.4Hz, 
2H) ] 1 . 2 3 8 g#fc. 

b) 7- ( 2 ;b) -2-^ h^-l-* h 3p ;> - 8 - (fcT/^2? 

>- i ->f - l , 7 -^n Kn^y >- 6 h'J7Mn»lt 

[ft 3 1 ] 



4- (7- (2 -2-^nn-i -*^jv- 6 -^-^v- 6, 7 

-5?n Kn- l H-^u y- 8 — f;u) -tf^^>- l -ijjvtfym. t-zf 

fM7,f^8m g y3i;-;bO. 2mllC»ji¥U *ifttb'J7M 0m 

W:*mm&-m&m4fr9u^btf : ?7j-KTmmis, *iaft^»i. 7 2mg& 

MS m/e (ESI) 317 (MH + -CF 3 C00H) 



1 v &m&m-t- hU^AlOOg, *2 0 0ml <Z)$M?£tfHC&€, MtCT 1 




4 4 



tfJSE4$ 2003-3053002 



#2.0 0 2-1 660 69 



# 



[0 0 6 5] 

10. 7- (2~:/^n;V) -2-3ih*Z/- 1 8- ( 



H-NMR(GDGlg) 

8 1.42 (t, J=7.2Hz, 3H) 1.82 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.40-3. 
42 (m, 4H) 3.46 (s, 3H) 4.51 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) . 
MS m/e (ESI) 331 (MH + ) 
[0 0 6 6] 

SkWfa 11. (7 - (2 - 1 -*<?JU- 6 -t»V- 8 - ( 

\£.^w- 1 ->r;b) -6, 7 -^ti Kn- i H-y; >- 2 -^f;i/>r^$/) 

[flS 3 3] 



4- (7- (2-^n;p) -2-^nn-l-^f;i/-6-t^rV-6, 7 

- t Kn-i H — :/u > — 8 — f -tr^s^^>- l t-y 

3^1/-* (2 0:1) »ffl^lfJ:y*ffi'fb^«S:«fe. 1 H-NMR(CDC1 3 ) 

3 1.29 (t, J=7.2Hz, 3H) 1.83 (t, J=2.4Hz, 3H) 3.02-3.06 (m, 4H) 3.38-3. 
41 (m, 4H) 3.55 (s, 3H) 4.22 (q, J=7.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 5.03 



MtS 3 2 ] 





ffiSE# 2003-3053002 



#2002—166069 



(s, 2H) 
MS m/e (ESI) 389 (MH + ) 
[0 0 6 7] 

mmm 12. 1- cz-zf^—jv) - 2- (2-* h^s/mh^) -1 

[ft 3 4 ] 



MS m/e (ESI) 361 (MH + -CF 3 C00H) 
[0 0 6 8] 



[fli 3 5 ] 



h^^7-f-»|gb, wxf^-^^;-;i/ (20 : D mm&m&vwRik 

1H-NMR(CDC1 3 ) 

8 1.19 (t, J=7.2Hz, 3H) 1.39-1.42 (m, 2H) 1.67-1.71 (m, 2H) 1.83 (t, J= 

2.4Hz, 3H) 3.02-3.05 (m, 4H) 3.37-3.40 (m, 4H) 3.49 (s, 3H) 4.14 (q, J=7 
.2Hz, 2H) 4.90 (q, J=2.4Hz, 2H) 




mmm 1 3 . 



1- (7- ( 2 - 1 6 -TT^V- 8 




ffifiE# 2003-3053002 



+ 



#2002—166069 



MS m/e (ESI) 415 (MH + ) 
[0 0 6 9] 

mmm 14. 1- (7- (2-^-;u) - 1 6 -a-^y- & 

- (^K^yy- 1 ->f;i/) -6, 7 Kn- 1 H-yu 2 

[ft3 6] 



-v\z Fa- 1 H-yy >- 8 -\£^vy-i-ijJ^-^yW. t-zf 



0mg?:ix.fc o £«ICT»Rfc«#U KJS*K1 1 N »»x*/l/ 
ICTttffibfco tilSiit, 4- [7- (2-^-;i/) -2- 
3^>:fc;Vitfx;i/^*n:/n/j<=^>) - 1 6-t*y- 6, 7-S?kK 

n-iH-yj>-8--fM -t?^9^>- i -jtj;i/#>I& t-:/^/i/x;* 

^;t/6 3 mg£#fc 0 rcO^ODfcx* 7-;i/0. 4 ml, 5 N -Tfc^ft"?- F U * 
AtK^O. lmllC^L, 50° CKltifl^ffbfe. 
£#[T;l> IKif^ctitlibfc. U 4- [7- (2-^x;p 

) -2- (i -^^Tif^^S/^n^n^^J/) - i 6-^-dpv- 6, 
7-i?tKD-iH-yu>-8--f;i/] -t?^s?y- i t- 

^;i/X^^-;i/2 2mgS#fe, 3®%© 1 1 m g & h U ^;i/^n^JC^0b 
, «*fl/fe. ^£&M^i«^#*nvF^:7^-£T#5gU ^SBflsi^ 
1. 6 4mgS#fc. 
MS m/e (ESI) 387 (MH + -CF 3 C00H) 
[0 0 7 0] 

Hjjgf 15. 1- (7- (2-^-;v) - i 6 -TT^y- 8 
- (fcf^r^y-l — f;b) -6, 7-^fcKn-lH-yj>-2 — fJU** 




4 - (7- (2-^~;i/) -2-^nD-l-^^-6-t^rV-6, 7 



f;i/2 0mg£N-^f;i/^n'JK>o.. 2mUci§8SU frmik^-hvy^i 



2003-3053002 



#2002—1 66069 




MK 3 7 ] 



0 



s .J 




4- [7- (2-^-;i/) -2 - (l -#;i/7tf^t/S/* n-7°n #?*£/) -l 
6 -t^y- 6, 7 -s;t Fn- l H-zfv y- 8 ->f;i/| -tf^ 

1 t 1 mgS:fh7t Kn75> 1 m 

IK^Mly. h V X^;i/T^ y 0 . 0 5ml, *nnj^:n^;i/0. 0 5 m 1 & 

in^^Mtcr i 5^jnf^bfe. 2 o%ry^— y?fco. imUM, aict 

9 -tCTWISib, «BBfb^ftl. 18mg£#fc„ 
MS m/e (ESI) 386 (MH + -CF 3 C00H) 
[0 0 7 1 ] 

HHM 16. 7- -l-^^;i/-2- (2-^-^PV-^ 

h7bPn77> -3 ->f A/^-dpS/) -8- — rjk) zlL» 



MS m/e (ESI) 387 (MH + -CF 3 C00H) 
[0 0 7 2] 

17. 7- (2-^r^-)V) - I - 2-7 x. J Z~ 

(M^yy- i -l, 7 -»?t: KD7"U >- 6 Mj Tjj^njg 
MM 



[ft!3 8] 




2003-3053002 



#2002—166069 



# 



[ft 3 9] 



0 ^ ! F 



MS m/e (ESI) 379 (MH + -CFgC00H) 



[0 0 7 3] 

mmW 18. 7- (2-^-;i/) -i-^f;v-6-t^y-8- (bf 
i -4 -6, 7-e;tiKn-iH-^u>-2-Y;i/) gjxf- 

[ffc4 0] 



MS m/e (ESI) 373 (MH + -CF 3 C00H) 
[0 0 7 4] 

mmm 19. 7- (2-^-;i/) -1, 2-^*5^-8- ex*?*? 

[ft 4 1] 



4- (7- (2 ;i0 - 2 -?nn- 1 6 6, 7 

-s>t: Fn- 1 H-^y >- 8 ->f ;i/) -bf^s^^v- 1 t-y 

0 . 2mlMU ^f;i/^>^a'JF (1. 5M in 9- h . 
5tlKn77>) 0. 2 m 1 £#tljt, 5 0° CICTO. 5l$raflM$Ufe. jRlS* 





4 9 



ffi|E# 2003-3053002 



#2002—166069 



m 



MS m/e (ESI) 301 (MH + -CF 3 C00H) 
v [0 0 7 5] 

Hil 2 0. 7- (2-^-;i/) - 1 -^5^;!/- 2 8 - (ti° 

[ft 4 2] 



4- (7- ( 2 - 2-^nn-i-^f^-6-^v-6, 7 

-i?tFn-iH-^'j>-8-^^) -tf^-9^>- 1 t-zf 

V**^y0. 2mlfc»j»U ^Y^i/^n'JKO. 5 ml (2. 
OM in te/>^?n'JF2ml (0. 5M in 

fh7tKD77» fefe^^lSibl^U^O. 3ml&M, 5 0° CIZ 

JSaE&jfiJB^Waa^^n-rb^^-f-KiTJPIRU «gaft-£*f3. 3 8 

MS m/e (ESI) 343(MH + -CF 3 C00H) 
[0 0 7 6] 

mmm 21. 7- (2 -i-*^;i/-2-^>*;;i/-8- ( 

fcf^s^^>- 1 ->f -1, 7 - ^'h Kn^'J > - 6 - t> F V 7Mnfl 




[ft 4 3] 




mi£# 2003-3053002 



#2002—166069 

/Oi?;b7^$/"?A^n'JKO. 5ml (2. 0M in ^rc^um--^ 
ti?>^^n'JF2ml (0. 5M in ff7tKn77» 

MS m/e (ESI) 377 (MH + -CF 3 C00H) 
[0 0 7 7] 

mMM 22. 7- (2->^_;i/) - 1 2 - (2-7:n»^;i/ 

) -8 - (tf^^>-l — Ob) -1, 7-^HKD^'J>-6-tVh';7 
[ft4 4] 




7i*^7^i/W^D'JK0. 5ml (2. OM in J?If;i/X- 
il^>?^n'JF2ml (0. 5M in fh5tFn77>) £ 

MS m/e (ESI) 391 (MH + -CF 3 C00H) 
[0 0 7 8] 

Mt&W 2 3 . 7- (2-^— - 1 -*^71/- 2 -7ic— 8 - ( 

v^tfy- l -^f;i/) -l, 7 = j£jg Kn^u >- 6 -Hey b U 7/b:frnBEift 

[ft 4 5] 




4- (7- (2-^n;i/) -2-^nn-l 6 -;f3f V - 6, 7- 

Fn- l H-yy >- 8 — f;v) -v^py- l -x;vtf>m t-^ 

7i^HJ7 i f;i/f>2 0mgS^^t70. 2ml{C^U 80° CfC 



5 1 



&IIE# 2003-3053002 



#2002—1 66069 



MS m/e (ESI) 363 (MH + -CF 3 C00H) 
[0 0 7 9] 

mmm 24. 7- (2-?^— ;i>) -1 -*^jv-2-7$J-8- (tf 
1 ->f -1, 7 Kay U >- 6 -j-.y b V 7JV*uWMi& 

[ft4 6] 



4- (7- (2-^~;v) -2-^nn-i-^f;i/-6-^^v-6, 7- 
j?fcKo-iH-^'j>-8->f^ -tf^s?>- 1 t 

^iXf;V8mgl:2 0%T>^ — 7?R?§?£0. 2mUCil|b, 8 0° CJCT 

a 3Sa£&3l»J»*«5a[ffl[fr^n^h^7-f-JCT5Nf98b, ^IB^#f3. 8 2m 
g 

MS m/e (ESI) 302 (MH + -GF 3 C00H) 
[0 0 8 0] 

mmm 25. 7- (2-:/^— - 1 2 J - ( 



4- (7- (2-:/^~;i0 - 2-^an-i-^f^-6-^y-6, 7- 
;i/i^r ;i/ 8 m g S: 4 0 %^ f ;i/7 ^ >«1 0 . 2mlJC^b, 8 0° CfC 




[ft 4 7] 




ffiSE# 2003-3053002 




#2002—166069 

fee JStSSr^JS^Sra^^nvh^^-f-KlTWSIb, SiB-ffc^*© 6 . 9 5 

MS m/e (ESI) 316 (MH + -CF 3 C00H) 
[0 0 8 1] 

rnmm 26. 7- (2-^— ;v) 

8- (tf 1 - 1 , 7 Fn^y >- 6 h v 2Jk* 



Mb 4 8] 



I 

4- (7- (2 - - 2 -*nn- 1 6-**y- 6, 7- 

V\l Kn- 1 H-^U >- 8 --f;i0 l -*;i/jK>m-t 

;i/X^f;i/ 8 m g I: 4 0 %$;^ f ;i/7 5 . 2mliC^l, 8 0° c 

1 H-NMR(CDC1 3 ) 

8 1.82 (t, J=2.4Hz, 3H) 2.83 (s, 3H) 3.02-3.05 (m, 4H) 3.39-3.42 (m, 4H 
) 3.56 (s, 3H) 4.90 (d, J=2.4Hz, 2H) 
MS m/e (ESI) 330 (MH + -CFgC00H) 
[0 0 8 2] 

7-/Q^-l-jtf^-8- (^9^>-l — fjk) ~ 
l, 7-^nFa^'J>-6-t> h'J7Mnitt 
a) 7 -<><->*?A/- 1, 7-^tFn^'J>-6-t> 



5 3 



2003-3053002 



#2 002 — 166069 



Hfc4 9] 



o P 

CO 



>f;i/>l 8. 2 3g£N, N-^^f;V^^A7 5 F9 0mHC^gU * 
>i?;Wn^ Ki 6ml San*., SffiJCTJ»«JRf¥bfe. £Jfctt£»l*x^/b3 
lJCS^ Bfc£, «fmbfc^>r;i/$: 5N-*1K»«U 7 0° ClzM 

g 

[0 0 8 3] 

b) 4- (7-^*;^- 6-**y- 6, 7-i?tFn-iH-^U>-8- 



7-/<>y;i/-l, 7-J?tFn^'J>-6-^>i 2. 7 4 8 g£N, N- 

J?^ f AT ^ K i 5 o m l fc^l? b, N-?nn^^i/>>f5 K7. 9g 

7-e?tFn^'j>-6-^>6. io3g?:#rc. 
0=b©&i-t-^h^i/A;i/)K-M^^7^>2Ogi:l^u 15 0° ciz 
2«b£„ i»hi»#u iR/S»-^%»c*Kx^^, Tfcfctux.. #?fcbfe. 

>;-^(10:l) »ffl#!f <fc y , *ffifb-&® 1 . 5 3 9 g &»fe„ 1 H-NMR(C 
DC1 3 ) 

8.1.39 (s, 9H) 3.07-3.10 (m, 4H) 3.35-3.39 (m, 4H) 5.44 (s, 2H) 7.16-7. 



Ift50] 




5 4 



2003-3053002 
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18 (m, 2H) 7.22-7.32 (m, 3H) 7.91 (s, 1H) 12.18 (s, 1H) . 
[0 0 8 4] 

c) 7 - /< > -i-*^;u-8- i ->f - 1 , 7-^t 

Kn ^"U >- 6 b'j7Mni^S 

[ft 5 1 ] 



4- (7 6 -3f-3rV- 6, 7 - P H K U - 1 H - ^ U > - 8 - 
- tf^^^>- 1 t -T'fM^fM 5 mg N - 
^f;i/UA7^Flml{C^«?U TKiftth'J^Al Omg, 3^fc*^;i/ 

WD7by77-f-}CTiSb, ^fHft^4. 3 1mg£#fc 0 
MS m/e (ESI) 325 (MH + -CF 3 C00H) 
[0 0 8 5] 

7 l - ji^;u- 8 - (fcr^^^>- l - 
l, 7 -^b: Kn^u >- 6 h'J7;btnfftt 

[ft 5 2 ] 



MS m/e (ESI) 339 (MH + -CF 3 C00H) 
[0 0 8 6] 



-6, 7-^'bFP7°'J>-i-^;v) gjxf;i/xxr;v h'J7;i/tPii 





jUS&M 2 9 . 



(7 6 - gjry - 8 - (bT^*;>- 1-4 JV) 
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lit 5 3 ] 

o JO 



MS m/e (ESI) 397(MH + -CF 3 C00H) 
[0 0 8 7] 

HIM 3 o . 7 -Kyj?;i- l - ( 2 - * h 3r-> -8- (ti°^^ 

>-l->f^/)-l, 7 - KP^'J >- 6 h'J7MDi 
[ft 5 4 ] 



o ,0 o 



MS m/e (ESI) 369(MH + -GF 3 C00H) 
[0 0 8 8] 

mMM3l. 7 -sOifJl- 1 - (2 -^Dfcf-;!/) -8--(tf/*yS?>- 
l-yf;i/) -l, 7 -S7fc KD^U >- 6 -yfy b'J7MDjt^ 
[ft 5 5 ] 



o 



0 j, 

MS m/e (ESI) 349 (MH + -CF 3 C00H) 
[0 0 8 9] 

iii3 2. 7-/Q^;i/-i- (2-^yy^^;ix) -8 - 
- l - ^;iy) - i , 7-^bKn^'J>-.6-t> MJ7;i/*-nj 
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[ft5 6] 

o o 

o 

MS m/e (ESI) 350 (MH + -CF 3 C00H) 
[0 0 9 0] 

HIM 3 3 . 7- (2 - 2 -S/T ^ - 1 8 - (hf/< 

[<ft 5 7 ] 



F 

4- (7- ( 2 - -2-^nn- i 6-^-dfy- 6, 7 

fb- i h-^u >- 8 --f;v) -tf^^y>- i t-^ 

iJ>>MOmg &*nx.> 5 0 °CfCT 1 BfrlBfflWLfe. jR/SifcKTK&.fln*., 

f^ictMbfe. MJgfcMiU 4- (7- (2-^~;v) 

- 1 -^5^;i/- 6 -t^v- 6., 7 Kn- 1 h-^u y- a — f ;v) - tf 

MS m/e (ESI) 312(MH + -CF 3 C00H) 
[0 0 9 1] 

j%j3 4. 7- (2 - -2-->y;-i-^f;i/-8- (n°^ 

l -^f;b) - l , 7-s?bKP^u>-6-t> HlZikzLgifltii 
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[ft 5 8] 




4- (7- (2-^-;i/) -2-j/7;-i-^f^/-6-t^y-6, 7 
-s?tKa-iH-^'j>-8->f;i/) -t^^>- 1 -jjji/tfym. t--? 
^;^x^^;i/ 9mg^i^; 2 m 1 tc»jS¥U 5 n -zKKft*- h'J^Ao. 

3 m 1 SriUx., 5 0X3JCT»«*#bfc. KJSfctC 1 N-JfeMfc&fln*., IMlf 

;wcT»fflbfc 0 *ttJ*&!ftttU j«lfchU7**nBlc*»U a$Sbfc, 

MS m/e (ESI) 331 (MH + -CF 3 C00H) 

[«■*« 1 ] 
[0 0 9 2] 

pppivif#Mo«IS 

SJfcMMft (50mM Tris-HCl pH7.4, 0.1% BSA) {C:/# WHJ: *J *#£*l£:D P 
P-IV^lOm/i/mLC^^i^^llU Zltl & 1 1 0 fi 1 gsflU b fco 
iCli?:15/ilttLm iiST2 0^>f>^i/<-J/a>U 2mMiC 
?§^b£:Gly-Pro-p-nitroanilide£ 2 5 # 1 (til^lIO. 3 3 mM) jat, 
BM&bfc. ,5JTOi^tt2 O^tU IN U >«Mg«2 5 * lfll*., 
&£S£f?lhbfco ICD4 0 5 nm{C^WS®3tIS:ISU BBfcRjSSIfiMSfe* 
«)IC 50 £Hffibfc 0 
[0 0 9 3] 
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I C50 (tfM) 




0.287 




0.211 


mmm e \ 


0.401 


ISilM»J8 


0.141 


»I1 0 


0.183 


mum 1 1 


0.125 


HJ&#] 1 3 


0. 2 7 2 


mti&m i 7 


0.152 


HIM 1 9 


0.17 


mmm 2 6 


0.3 1 


»I2 7 


1. 4 8 



[0 0 9 4] 
[IW!I2] 

jE^yx<DMmmiZM~?Z>%}$k (in v i v oftgfe) 

mm : H'ffiC 5 7B L/6NV?X ■ U A- J:»J«|A) 

*Hfrffc#Wtt", T^C5tbfcM*T% 0. 5%^^;i/iz;i/n~^ (MC) Mtc 
»bfeo 30SiMilNVP DPP 7 2 8 (^IH#fF6 0 1 1 1 5 5 -If 
) (DlMttfe Is < ft, «»T'fe5 0. 5%MC^10mL/kg©^ 
1T'IPS#L, f®3 0MC, ^>3-xM^lOmL/kg0^ItI 

[0 0 9 5] 

a<ft«f*tfiJ:tJfNVP DPP 7 2 8 (0|8#lft|{ri:^3-^»|R©lft#liCt&fe 
J:t>*©#^3 0, 6 0, 1 2 OdS-tftKl, »Tt7f^fl)IiI?:l!^T'|^ 
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W 

fi hlzm^-t^o ( 1 5 0 0 g. 10^, 4X3, ^MiGS-6K 

[0 0 9 6] 

0. 5 % MCM, NVP D P P 7 2 8^^^-fb-a-^<D#ig#lflCOVN 

t> >f)vzi-xn-&mfr*> i 2 o^^^^jfiDei-^^ffl^T®^ (auc 0 _ 

12Q .Area Under the Curve) -Sr^ffiLfco 0. 5 %M 
Citg^O AU C 0 _ j 2 0 I: 1 0 0 %, NVP DPP7 28 (1 0mg' 
/kg) a#f£(£>AUC 0 _ ! 2 0 £0%£ I, ^#tfbli?#tf)ffif i^tMBfc 

[0 0 9 7] 

iMtgBfc^ (%) - (tM»AUC 0 _ 120 -NVP DPP7 2 8 
(lOmg/kg) ^OAUC 0 _ 120 ) / (0. 5% MCMCm^f¥ 
©AUC 0 _ 120 -NVP DPP728 (lOmg/kg) g#P©AUC 
0 _ 120 )X100 

[0 0 9 8] 

vo^Ciot, 3&Pig-£&Cj: 0. 1 — 10 (mg/kg) 
IES v ? ^ © WMfg Jc*f L T ^fc^m & Iffit ^ £ #T*£ fe„ 
[|§^©^m] 

*$&WK£ y, dp p i vpflw#M^^i-^-f ^ 

l^flMJfii^^, aidsWJ, Wfls«»#ii&* 
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^2 0 0 2-1 6 6 0 6 9 

Q 
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mm] ■ 

UtiY 

o 



N 

1= 




/ 



39ti£bT, bTV>T% J: x ^ 6 fettSi 

mmmi & b 



i 
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i. mn^MB 



#2 0 0 2-1 6 6 0 6 9 



ffi H a a JS fit 



(0 0 0 0 0 0 2 1 7) 
1 9 9 0^ 8 Jf 2 9 H 
Mj&m$: 3C B'bWU 4TB6#10# 



1 
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